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mm^] mmm 

[lt#«6] trffan:^-^;&MPW^*'^Csp45Ifei:t>*ClaIT'&'g), ff^:^ 
[0 0 0 1] 

[0 0 0 2] 

J ^ )\/7.^^ ^^®^>r ^CO^HJBS^in vivo^Ttliin vitro-7? 
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ICM'B' L (l¥IHtC-:D V^T li, Bergelson J M Isolation of a common recepto 
r for Coxsackie B viruses and adenoviruses 2 and 5. Science 275:1320-132 

3, l997$:#fl^$4^7^v^) , ^o)^^y V y 7.0)m)=t^ ~y tf^mmmM^O) 

-r ^T^yU >lCM-«-'t-§Z.i:{Cj:oT^B3^(Bai M, Harfe B, Freimuth Mut 
ations that alter an Arg-Gly-Asp (RGD) sequence in the adenovirus type 2 

penton base protein abolish its cell-rounding activity and delay virus 
reproduction in flat cells., J Virol 67: 5198-5205, 1993 ; Wickham T J^, 
Integrins av/3 3 and av/8 5 promote adenovirus internalization but not v 
irus attachment. Cell 73:309-319, 1993). X> FV- A{C^bfe'>-Y;i/Xli 

JBSKP^tC'gAi-'Sc t^&oT> «^®±(Z)^^f*:T'^ AGARIC, '^7 -f ;i/ ^ ® :7 t 
-r /N' - f^^m-^-t^o^iS^^-^ 5^ :/T' ^ U , 7 r -f A - ^mm^t^ r ic J: u , 

^-(Dmy^m^MX^Z.hiS^Vn^t.^Xibtl^i.?^\n^rd, F. .Dressing u 
p adenoviruses to modify their tropism. Hum Gene Ther 10:2575-2576, 1999 
). 

[0 0 0 3] 

J ^ 4 Jl^y^^^^ (coxsackievirus-adenovirus receptor (CAR) ; 58 

iZtSi'f^'^mi^o #M{CoVATl±, Bergelson J M tlT^ V^) 

® #§3^ J?)': tS: V ^ « fCli^^ T' ^ V ^ 3 ^'^^ if ^ tl -5 = 
[0 0 0 4] 

^tl, :7T>f A'-i>d=-®C5f5j^{c/\7N°^>i^®Ei:c^M^0'[4*^&'5 5i<U U i/'^iB 
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^^J|lc$:%)0^ ^7&''#'h $tlfe(Wickham T J^, Increased in vitro and in vi 
vo gene transfer by adenovirus vectors containing chimeric fiber protein 
s., J. Virol. 71:8221-8229, 1997 ; Yoshida Y^, Generation of fiber-mutan 
t recombinant adenoviruses for gene therapy of malignant glioma., Hum Gen 
e Ther 9:2503-2515, 1998 ; Gonzalez RPj, Increased gene transfer in acute 
myeloid leukemic cells by an adenovirus vector containing a modified fi 
ber protein., Gene Ther. 6: 314-320, 1999 ; Bouri K^, Poly-lysine Modifi 
cation of adenoviral fiber protein enhances muscle cell transduction. ,Hu 
m Gene Ther 10:1633-1640, 1999)„ l^^^Ltj^ti^^, z:<Dmi^^(D^M^^^ 

(^)C*i^^i'^7>r;l/x©|:^M^c|^I*^oTv^-g> - i:;^^^p,:6^i:;&u. m^x^iti^^^ 

[0 0 0 5] 

1998^, CurieiP>c?)^;i/--:^tt^T-r A-®Hi ;i/-::^*'?'i7-f ;i/>^(Z)^®{co 

KCD^JggP^i: LTftjiT'^S Brtg'f4S:^Lfe(Krasnyk 
h V I^, Characterization of an adenovirus vector containing a heterolog 
ous peptide epitope in the HI loop of the fiber knob., J Virol 72:1844-1 
852, 1998 ; Dmitriev I^, An adenovirus vector with genetically modified 
fibers demonstrates expanded tropism via utilization of a Coxsackievirus 
and adenovirus receptor- independent cell entry mechanism., J Virol 72: 
9706-9713, 1998) „ li3(73 J: e) ^ - $:#S'J?^:^Ma 

[0 0 0 6] 
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[0 0 0 7] 

[0 0 0 8] 
[0 0 0 9] 

[0 0 10] 

zmz^i). mmmz^^^':f^ fh- ]^dM^mA'r^zii^^Wiii-t^^0 

[0011] 

;^)^^549^l?(^)M^$:=I- Ff ^Jfe«@H^'J$r $ "T, Hi;b->/'(Dr ^ y^li:A:gP:9' 
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[0 0 12] 

V^0JPSM^^BH^[^&;S*L, ^|5S^^Csp45K Clal, Swal, Pad, I- 

Ceul, Pl-Scel, I-Ppol, I-SceUC J: tJ^fi^tl-SSS^'JA'^^lf e^tl^S^ 

±gS^ilSiB^fJ®Hi;b-y3- Kil^^iH^a^(Z)#Al±, Mx.l»lligM{ctH« 
b ;t ct: e) tc L T^ifef ^ *^T' ^ -5 o 
[0013] 

^JK'^y^ KS:=i- K-r^DNA®^Al±, - FDNAi:_htH 

[0 0 14] 

^5(5^^5^ K$:3- K-r -SDNA^ L/Tli, PS^S ti-S =fe<Z)T{i^ v^:^>^, 

F(KKKKKKK : i3^[J#-^ 1 ) 5: n - Ff-SDNA, ^ —y^^i^iKDM^^^^t ^ 
F(TS(GYIGSR)3SS : IH3^lJ## 2 ^ ^liTSAA(SIKVAV)2 : iB3^fJ#-^ 3 ) H - 
Ft- -5 DNA, E-fe L/^^>i:®S'ftI'[4?:^'r'2>^^^ F (TRSDITWDQLWDLMKTS : M 
^(J##4)$:n- Ft-^DNA^$:^^t-S^i:{c<fcU, ^-(Dn^%mm. • 
MJiS^){Ci3tt<5il^^#A^^§:B5c#-r'S>3^*^-e^'g>. RGD$:-^tf'^y^ Fi: 

L<, =R#;61;lClj;, RGD-4G/^:/^ FCCDCRGDCFC : @H^!1# 

[0 0 15] 

Fi: LTRGD-4C/^^:/5^ F$:pl#^Lfc»-a-lCtt, CAR®^5i;^)'J^L V^ 
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[0 0 16] 

^•r, KpAdHM15,16,17fei:t>*18$:J5AT<5D J:-5lCbT=^^L 

[0 0 17] 

SMTT^y ^>r;bX>f y A®;&*i^g|J(2733m®i^a*^^:&5f53gg*T'(^cti, 2 
7865-30995^ (E3M^) li^iiL/TVAS)$:-^tf:;^^;^^ KpEco-ITRl §: ffJPS^^A 
pal^ imunl-e^EHTLfe. rtl§:pBR-322fi5|$(D >^^>^> ^ KpBR-AM2(AatII iiBsa 

i<DmMM^i(Dmi^^eei tMnKDMMm^i^M pvnimmmm^ ^Bst 11071 

CO^^iB^J * T t)^Xm L T v> ^ ) ® Apal/MunIf(I|SSe^;t ^ M'^ir^ r ^ {C j: U , P 
BR-AM3$:f#fe„ ClCDpBR-AMSliTT^y C^-^ ;i/X>!f 7 A®31905~32825'&$:^ LT 

[0 0 18] 

^!>:JC, PBR-AM3 (D Apal/Asel $iIIBilfit. Apal/BsmAI ^gggfrit, BsaAI 



e.t/{c::tU ^7 1/:^5^ I* 1 (5' -AACAGGAGACACAACTTCGAAClATCGATlCCAAGTG 



CATACTCTATGTCATTTTCATGGGACTGGTCTGGCCACAACTACAr- 3' :iE^J#^6)i3cfclX2 



(5' - TAATGTAGTTGTGGCCAGACCAGTCCCATGAAAATGACATAGAGTATGCACTTGG lATCGATl GnCG 
AAGTTGTGTCTCC- 3' : iB^J#^ 7 ) (Csp45 1 *3 cktJ? Clal (i^T >^ t! U r$' 

> (Dam) x'?i^^)iit^nxi^^^)^mmu^^n^tiTm^j:v^m^u-c^'r) u 

T, 4-fcf-;^^-ry-'>3 >Sl£:*fT75:(/i, K pBR-AM4 ^fffco 

[0019] 

$ ^{C, pBR-AM4(^HpaI/MunIf[IPII^>ti:pEco-ITR5(5§i[rf-V -^7 >r ;i/ X 7 
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2^(D^^t^ (2733m(Z)f^^*^ h^J 2a(D^^^ t. X' (^cfJ, 28133-'30818^ (E3M 
J|ic ) ^ L T V ^ S ) ) ^ t^ ) ® Hpa I / Mun 1 0J PS E^>t il 5: L T PECO-AM4 & «^ 

[0 0 2 0] 

IC. pAdHM2 (DMUi^X^^ pAdHM2- l®SrfI/ClaIffJPSI^>t^ _hSHpEco-AM4 
Mi^iB3^(J$:, :t U :3'5? ^ l/:tf=- K 3 (5' - CG TTAATTAA - 3' : 8 ; PacI^ 

m^m^xpmm5^mr=:. ^tc. pkdMi6,i7i5j:m8^mmizLxmmLt^m 

1 A)., 

[0 0 2 1] 

KpAdHMlS , 16 , 17^ J: t>*18ttEl/E3fI^ ^m<±ry' J 4 )V 

M<D h l/7rri>J^^(546^)^<fct>':/n U >J^»(547^)lC^fSLTVA^)®K{C 

■etL^tlCsp45Ii:ClaI(DamT';*5^;i/f[:$tlTVN^) (pAdHMlS), ClaI(pAdHM16 
), Csp45I(pAdHM17,18)^||^@B^r^$:;tbTV^^(01 -^tl^tl® y^::^ ^ K®H 

[0 0 2 2] 

^M^-^^y^tLX. RGD-4C^-/^ K(CDCRGDCFC : BH^rj#-^ 1 :i 

^•r, J:tH7?ll^L7^pAdHM15S:, Csp45I/ClaIT*-fJI»T L, :t V d[ :>i ^ 
K4 (5' -CGAAGTGTGACTGCCGCGGAGACTGTTTCTG-3' : @H^[1## 9 ) ^ J; 0 5 (5' -CG 
CAGAAACAGTCTCCGCGGCAGTCACACTT-3' : 1 0 ) ilj^ L = 

[0 0 2 3] 

<$>CVN-?;\ 3*^l/^±fHDNA$:;^®aDH5^{C#ALT?^K^mL., pAdHM15-RGD 
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$:#fe(lll2)„ pAdHM15,16,17fed:t^*18^C^V^T, V :^ ^ ^ U:t^ \^(Dm 

[0 0 2 4] 

m PS^*Csp45 1 ^ j; U^C 1 a I (iS V ^ {C 5: ^ mmMMt^ 5:^1:5, ±f B:^ 

2)„ ga^M^-lt7'c>^^>c.^ h\ fc<fct)^±fB^U if5?^ Kj&^jS^;^f6l{cjft 

(?) ^ 4?), ^U-y^ f[IPS^0Csp45 1 ^ j; r>*C 1 al (Z)-lJf ^ - V N {C J; U 

^^JClH^-r-S^iljO^T'^feo ^^JC, pAdHMlS-RGDtCif A$4x;t;r U dr^l 1/ 

iH3?rj $:-g•^T' v^ ^ r i: 5:51^ b 
[0 0 2 5] 

$^fC, I-CeuI/PI-SceI-e^^>f[:LfepAdHM15-RGD J: O^pHMCMVLacZ-1 in vi 
tro^-r>f-Sy 3 >{C<t: Uj^^L, pAdHM15-RGD-LacZ$:«^Lfe(|ll2)3 ^ZIT' 
. I-CeuI^J:t>'PI-SceUi, < *)9~10, lli^^*^ ^^i3^rj$:^ 

[0 0 2 6] 

pAdHM4 H pHMCMVLacZ-1 t^M'^LX pAdHM4-LacZ ^ «il U ^ o 

±fHpAdHM15-RGD-LacZ i:pAdHM4-LacZliVA-rtl=fo, if ^ h ^ ^* □ ^ ;i/ (CMV 

) ^ - ^ -mm^L^czm^^^ <fc O*"? > (bgh) u yy^-Mt iy 

[0 0 2 7] 

?^{C, _t:ta2 OCD-^'^X^ FpAdHM15-RGD-LacZ J3 J: t>*pAdHM4-LacZ§:PacI-eM 
^^bTHl^L^o ^Jfc^^bbfepAdHMlS-RGD-LacZ i:pAdHM4-LacZ$:293MSajC h ^ 
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y7.yai^hLX^^^:^^\^m^(D^4JV>^^m^V (AdHN15-RGD-LacZ, AdH 

M4-Lacz) , csci^mm^mmm^iL^ m^^x-csci^m.m^mmmj^^iZ'mhmmiy 

[0 0 2 8] 

'^^'f ;b;^^^^(Z) ::/jffittMaizeie.(Z):^^(Maizel, J.V.J. , White, D.O. and Schar 
ff,M.D. (1968). The polypeptides of adenovirus. I. Evidence for multiple 
protein components in the virion and a comparison of types 2, 7A, and 1 
2. Virology. 36, 115-125.) (Ct^VN, ^ >{ )\y7smii^^%%^mKm^Lr^. ^ 
<D^^. AdHM15-RGD-LacZ<Dijfiffili5. 28X10^^ particle titer/mL, AdHM4-LacZ 
<Dt}Mit2.02XlO^^ particle titer/mL-efe o feo 
[0 0 2 9] 

^ fe, ^ ^ ^ - T/'^ ^ K (pAdHM15-RGD%; U < ttpAdHM15-RGD-LacZ) ^r=.1,ty 
r^/i-tpizRGJ)y<^^ \^^^^^LBcZ^mM^Pi.r'fJ "^^^r ;VXDNA(AdHM15-RG 
D-LacZ)fCoVNT> DNAfUPI^^-lff ($ill55#^i: L/THindlll/PacI, Csp45I/PacI, Hi 
ndl 1 1 1 liCsp45 1 ^ L , 0.7%r:tSU-X^;i±X m^mm) 5: =f? ^ o ^ = 

^ u - > liJgAT (^) U T ^ -5 0 

[0 0 3 0] 
l/-y 1 : 1 kb mk^^--^-:^-, 
U~y2: Hindlll/PaclM'ffcUfepAdHMlS-RGD^ 
l/->3 : Csp45I/PaclM'fbbfepAdHM15-RGDo 
U-yA : Hindi II/PaclM-fbUfepAdHMlS-RGD-LacZ, 
U-y5 : Csp45I/PacI}'g>f[:bfepAdHM15-RGD-LacZ„ 
l/~yG: HindllU^^ft L/feAdHM15-RGD-LacZ«:7^;i/>?.DNA„ 
U-yi : Csp45I?i'ft:bfeAdHM15-RGD-LacZr:7>f ;i/;:?.DNA„ 
^^5:1213 A IC^-To 

[0 0 3 1] 

m^J:*). LacZ:^-fe>y h $:^t^75)^*^^i^^?S;VN/<^' K, -ff^t) 
pAdHM15-RGD, pAdHM15-RGD-LacZ, ^ V^ >r ;i'XDNA, fiP"^, AdHM15-RGD 
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[0 0 3 2] 

C^i] 



mmmm 














(kb) 








pAdHM15-RGD 
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Hindi 11 /Pad 
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3.0, 
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1, 


2.1, 


4.6, 
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Hindu I 


4.8, 


3, 0, 


5.1, 


2. 


1. 


4.6, 


8. 0, 


3. 1, 


2. 


9. 
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Csp45I 


3.3, 


31.3 





















[0 0 3 3] 

USSMl T#S^l/fe^^^^-AdHM15-RGD-LacZcfi{CjiAL//cRGD-4C^:/^ 
mi^^m^^t^i^iZ.. AdHM15-RGD-LacZfe J; t>*AdHM4-LacZ(^fig) (DM&^^X^ 

m^. car®i§5^^^utt-v ':7-r;i/xtc^^'K®sK-HEPimi:, P^^-a (ca 

R®#§^i*'5;^V^fe^?)) ®CHOMla$:MV^T^tf 

^■r, SK-nE?imS^i3^VfCmmS^^> AdHMlS-ROO-LacZ AdHM4-LacZ® ^ 

[0 0 3 4] 

i/^-ii^m^y h(^D>7^^y ^^±)?:Mv^fe|§3^T^y-fe-r^<J:m-gal(5-:/^ 
[0 0 3 5] 

(.mm) 

SK HEP-lMJiS"ett> AdHM15-RGD-LacZ(RGD7T'<A-)i:AdHM4-LacZ(||F^M^ 
T -r A^-) T'®?^®^m^tC^ffi $ tlfcLacZS^?S'[4(Z)^« 2 ^^MTfe o fel^-^ ( 
EI4A), CH0|iJia^C^V^T^i■e(Z)^^i4 0>^{C=fe;^L, AdHM15-RGD-LacZt??^K 
^i^b7^::§-*':-?-®Vl§'f4y^)^]^7b^ofco t.t=.. AdHM15-RGD-LacZfeJ;t>*AdHM4-LacZT' 



1 0 
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^i:#S^cj;<^ggeLTV^fe(EI4 B)„ 
[0 0 3 6] 

:itlib(DZLtti^i^. RGD-7r^A-§:;g-t'5AdHM15-RGD-LacZ fj^RGd-CkRU^^M. 
[0 0 3 7] 

AdHM15-RGD-LacZ itCkRt^yv^^VyO^if'h'^^m&LX^mmX^^ 
[0 0 3 8] 

[0 0 3 9] 

SEQUENCE LISTING 

<110> Koichi Shudo, Director-General, National Institute of Health Scien 
ces 

<120> Adenovirus Vector 
<130> P00-0104B 



1 1 
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<160> 10 

<170> Patentin Ver. 2.0 

<210> 1 
<211> 7 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide having affinity with h 
eparan sulfate. 

<400> 1 

Lys Lys Lys Lys Lys Lys Lys 
1 5 

<210> 2 
<211> 22 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide having affinity with 1 
aminin receptor. 

<400> 2 

Thr Ser Gly Tyr lie Gly Ser Arg Gly Tyr He Gly Ser Arg Gly' Tyr 

15 10 15 



1 2 
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He Gly Ser Arg Ser Ser 

20 

<210> 3 
<211> 16 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide having affinity with 1 
aminin receptor. 

<400> 3 

Thr Ser Ala Ala Ser He Lys Val Ala Val Ser He Lys Val Ala Val 

15 10 15 

<210> 4 
<211> 17 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide having affinity with E 
-selectin. 

<400> 4 

Thr Arg Ser Asp He Thr Trp Asp Gin Leu Trp Asp Leu Met Lys Thr 

15 10 15 
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Ser 

<210> 5 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: RGD-4C peptide sequence. 
<400> 5 

Cys Asp Cys Arg Gly Asp Cys Phe Cys 

1 5 

<210> 6 
<211> 81 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 1. 
<400> 6 

aacaggagac acaacttcga acatcgatcc aagtgcatac tctatgtcat tttcatggga 60 
ctggtctggc cacaactaca t 81 

<210> 7 
<211> 79 
<212> DNA 



1 4 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 2. 
<400> 7 

taatgtagtt gtggccagac cagtcccatg aaaatgacat agagtatgca cttggatcga 60 
tgttcgaagt tgtgtctcc 79 

<210> 8 
<211> 10 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 3. 



<210> 9 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 4. 



<400> 8 



cgttaattaa 



10 



<400> 



9 



1 5 
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cgaagtgtga ctgccgcgga gactgtttct g 31 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 5. 
<400> 10 

cgcagaaaca gtctccgcgg cagtcacact t 31 

mi] 

il-'^^^X^ \^(DmWi^m-to (A) KpAdHM15,16,17 
i3J:t>'18tt, El/E3^m.rv^ J )V::^^ J 2^mk^^^. Z:®>f y ADNA®32679 
^t.32680&t(Dm K Csp45 l:B^X^Xt.r=.itCl3il^m^^^> El^ fC I -Ceu 
I/Swal/PI-Scelgp^^r-^tfo ( B ) ^ - ^ FlCo V^T, ^m:tV^ 

„ pAdHM15{C0VATl±, ^ F:^^?f A^tlfe^ffi®^ n-^*^, Csp 

45I-eij:i5am$4X'g>:^)^ClalT'lj:^»T$ti'^VNj:e)lc|gftLfc^®:r U ^y.^ U:^ 

[02] 

7T-r A-y >^"(7)Hi;i/- >''{CRGD-4C/<y^ K$:-^^L, El^^gfIi|5c^CLacZ^^H 

cms] 
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15-RGD% L < ttpAdHM15-RGD-LacZ) t-tz-ityy^J^-fp iZRG\)^ ^ ^ K 5:^ t" La 
cZ^5i,|B^X.TT-V 'i'>r;i/>^DNA(AdHM15-RGD-LacZ) SrHindl I I/PacI, Csp45I/Pac 

I, Binding ;t ttcsp45 1 T-m-ffcL. o.7%T;^/n - ;^y;i/±-eSfe^^cg& L 

U~yi : Ikb DNA^<5r-V-;!!7- = 
L/->2 : HindIII/PaclM^[:L/fepAdHM15-RGD„ 
l/-y3 : Csp45I/PaclM'fbL^pAdHM15-RGD3 
l/->4 : HindIII/PacI?i>fbLycpAdHM15-RGD-LacZe 
U->5 : Csp45I/PaclMfbLfepAdHM15-RGD-LacZ„ 
b->6 : HindIIlM'fbL;tAdHM15-RGD-LacZ't;^;i/XDNA„ 
l/->7 : Csp45IM^[:LfeAdHM15-RGD-LacZ'i7-r;bXDNA„ 
( B ) m^±r^J JV^^^ (AdHM15-RGD-LacZ) ©Hindi 1 1 i:Csp45lMPS 

[04 ] 

AdHM4-LacZ t AdHM15-RGD-LacZtC J; U A ^ tl {C ^ It -5 LacZ5§ 

^$:i:bicbfe0T'fe§o (A) LacZ#gig$:|§3tT^yfe-<lCj; Uilf^LfcM^o 0 
cfj(a), (b)«-etV^tl, ^^^-!|5zd^$:(a) 1200M/m. (b) 8000«/ 

( a ) {j:AdHM4-LacZ, ( b ) liAdHMlS-RGD-LacZlC^ VaT®^:^!?^ S , 



ffi|iE4t 2001-3033790 



#2000—161577 



[01] 



(A) (B) i^) 



Swal 



PMI ^g\|/ yfinitkXHL \ l AfiC IS _0 C» nx WX- ••• *xx xxG C 



pAdHMlS 3MKb Asnor 

(K) 

E.P»d ASCtf CGM ^ ^ *" - 



Swat 



pAdHMIS 3ZSKb W 



lie Asp 
m #V*E?» (D) 



Pt^ Cip4SI 



pAdHM17 SiSKb ^ 



ICeii } PKSed Captfl 




1 



mtiE#2 001-30337 9 0 



#2000—161577 



[02] 




Cap45t Clai 



j 



pAdHMIS 3Z6Kb Ami/ 



RCD-4C '«:^^Kt:»;5■r5;^>J^f3t l^:}-^^ p 



_Csp45l/Clal 

7< > 



Swal 
>Ce«t I P^Sce^ 
Pad, 




Csp45f 



CG ulc xer (Siic tcc ccc ggsi csic ict rrc xc 

XXC ACA CXS ACS GCa CCT CtG ACA AAC ACC C 
XCDCRGOCFC 



en-} 

(343. 

pAdHM154lGD 32.S Kb Amp' 



CMV UcZ P(A) 



l-Cecd 
Pad. 



I-Ceuf/Pl-Scel 



Csp4sr. 




LacZ 



E3H 



pAdHM15-BQD. 
LacZ 



f 



Pad 



\ 




AdHM15-RGD-LacZ 

7 7-f n-/7'CRGD-4C '«:7'5=^ H . 
LacZ A -fe y h S^tf':7-f ;U;^ ''Ciy ^ - 



2 



ffiliE4t 2001-3033790 



m3] 



A 



B 



iff2000 — 161577 



AdHMl S-RGD-LacZ 

rra CMV LacZ P(A) 



AE3 



3.0 S.1 ( 2.1 I 4.S I 8.0 
H H H H H 



3.1 
H H 



3.3 



ITR 



2.9 



1.0 



H 



3 



2001-3033790 



#2000—161577 



[1114] 

(A) 

(a) <^ -n'i- ma m/mm 



SK-HEP1 
CHO 




0 0.2 0.4 0.6 0.8 

(b) '<i'*'-&T soooe/fflia ; 



(B) 




CHO : momymssi 

<a)AdHM4-LacZ (b>AdIiM15-R01)-LacZ 



4 



ffilE^ 2001-3033790 



#2000—161577 



mm: 



SiliE# 2001-3033790 



#2000—161577 



#M 2000-161577 
50000672401 

USS^Jl^ 0 0 9 4 

2^ 7^130 



[]^^xit^m^] 

[R^xit^m 

mmxitrnm: 
[&:^xit^m 



597128004 

M:Bimnm^m±mn-r^ 1 8#i# 

100091096 

m^l3J^Ki^yF9lT9 1 7#l# j^/pg5 

tf ;i/ 3 m^^mmmmmm 
tew 

100096183 

m^tP^EJ^ypgiTg 1 7#1# J^7F!5: 

A^k 

100107870 

^^fP^E^ypgiTg 1 7#1# ^yFg5; 



tBliE# 2001-3033790 



[R^xit^m] 
[iR^xit^m 



#2000—161577 

H^mA^m^MM 

P00-0104B 

12^ 10^17 0 

#M2000-161577 
001/004 

MMm'&m^m^'^m. 1-2 r c 2 4 

001/004 

m^tp-taffl^E^^ 5-1-8-435 

¥;if 

100091096 
100096183 

Ar^ 

100107870 
015244 

4,200P3 



1 



aiSE# 2001-3033790 



#2000-161577 



ffiliE# 2001-3033790 



#2000—161577 



#M 2000-161577 
50001340975 

S-^^ 17 3 0 

13^ 1 ^ 9 H 



<fTiE|:^^ 1 > 



ITiEJjRH 

^ tiT v^ e ?t iftfTiE L ^ L fee 

100091096 

[^liAftSA] 

[^S'J##] 100096183 



ffiliE4t 2001-3033790 



4t2000— 161577 



2000-161577 
50001340975 



13^ 1H3O0 



17 3 0 



<M^mm • mumm> 
mmA] 

mmxitmm] 

mmAf^MA] 
mmxitmm] 

[0:^Xit^m] 
mmAi^MA] 

mmxitmm] 
[&^x\t^m^] 



500481754 

■mMM-\&m^m:k^^ 1-2 r c 2 4 

500482094 

M^^unmmm^m 5-1-8-435 

^MA 

100091096 
100096183 



100107870 

n^jwmmmwnMjmmmms- 3 0 



- 1 



SttliE^ 2001-3033790 



#2000—161577 



ffi M A 



[597128004] 
1. mm^n B 1997^ 9^ 5H 



m£E#2 0 0 1 



-3033790 



#2000—161577 



1. ^Jg^HH 



m M A ® M « # 



(5 00481 754] 
2 0 0 0^1 0^170 

^MmmmnB^^^ 1 - 2 rc2 4 



ffiliE# 2001-3033790 



#2000—161577 



Hi m A 



[500482094] 



1. UM^MB 

ft ^ 



2000^10,^170 

MMmmm^m^m 5-1-8-435 



ffiliE# 2001-3033790 



